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2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as rsglstsrsd with USDA 

Include Zip Code) 

Battelle Memorial Institute 

505 King Avenue 
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Telephone: (614)424-7444 

3. REPORTING FACILITY (List all locations where animals were housed or used In actual research, testing, teaching, or experimentation, or held for these purposes. Attach additional 
sheets If necessary.) 


FAC I L ITY LO C ATI ON S (Sites) 


See Attached Listing 


( REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or uee APHIS FORM 7023A) 

. ■ I I 


A. 

Animals Covered 

By The Anlma 

Welfare Regulations 

B. Number of 
animals being 
bred, 

conditioned, or 
held for us* In 
teaching, testing, 
experiments, 
research, or 
surgery but not 
yet used tor such 
purposes 

C. Number of 
animal* upon 
which teaching, 
research, 
experiments, or 
tests were 

conducted 
involving no 
pain, distress, ot 
use of peln- 
relieving drugs. 

D. Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted Involving 
accompanying pain or 
distress to the animals 

and for which appropriate 
anesthetic, analgesic, or 
tranqulllzlng drugs were 

used 

E, Number of animals upon which teaching 
experiments, research, surgery, or testa were 
conducted Involving accompanying pain or distress 
to the animals and for which the use of appropriate 
anesthetic, analgeelo, or tranqulllzlng drugs would 
have adversely a If acted the procedures, resuits, or 
Interpretation of the teaching, research , 
experiments, surgery, or teats. (An explanation of 
tha procedures producing pain or distress in those 
animais and tha ramsons such drugs ware not used 
must be attached to th/s report) 

F. 

TOTAL NO 

OF ANIMALS 

(Cola. C -*- 

D + E) 

4. Dogs 


506 

152 


658 

5. Cats 






6. Guinea Pigs 


713 

980 

1,040 

2,733 

7. Hamsters 






8. Rabbits 


817 

149 

381 

1,347 

9. Non-human Primates 

68 

497 

205 

179 

881 

10. Sheep 






11., Pigs 

12 

45 

93 


138 

12. Other Farm Animals 












1 3 Other Animals 






Ferrets 

32 

91 

182 

64 

337 














H^SU^NC^STATEMErO^ 


1) Profeaslonallyacceptable standards governing the care, treatment, and use of animals Including appropriate use of anesthetic, analgeelc. and tranqulllzlng drugs, prior to, during 

and following actual research, teaching, tasting, surgery, or experimentation were followed by this research facility 

2) Each principal Investigator has considered alternatives to painful procedures. 

3) This facility Is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the 
principal investigator and approved by the Institutional Animal Care and Use Committee (IACUC). A summary of all auoh exception* le attached lo thle annual report. In 
addition tq Identifying the lACUC-approved exceptions, this summery Includes a brief explanation of the exceptions, as well as the species and number of animals affected. 


4) The attending veterlnarlanfor this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of 
animal care and use. 


CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
(Chief Executive Officer or Legally Responsible Institutional Official) 

^ 1 certify that the ebove !» true, correct, end complete (7 U.8.C. $ectlon 2143). 




DATE SIGNED 

if lL 

b 'C)J 

(b)(6), (b)(7)(c) 


APHIS FORM 7023 (Replaces VS FORM 18-23 (OCT 88) which Is obsolete 



(AUG 91) 


















































Summary of Exceptions to the Regulations or Standards 


A. Dog Exercise 

1 . An exception was granted to the dog exercise plan. 

The dogs had been instrumented with telemetry transmitters for cardiovascular data collection. Data 
could only be collected while animals resided in their home cages. Exercise activity would have 
interfered with data collection and would have confounded data analysis. This baseline and study 
monitoring occurred while the animals had unrestricted activity within their home cages. This 
exemption was of short duration (~3 weeks). 

3. Species: Dog 

4. Number of animals used: 6 

B. Sanitization of Primary Enclosures 

1 . A one to two day delay was granted to the cage change requirement. 

a. This delay was granted to minimize handling of neonatal animals. 

b. Species: Rabbit 

c. 222 (23 dams and 199 kits) 

2. A one to two day delay was granted to the cage change requirement. The cages were cleaned twice 
daily as per standard procedure. 

a. This delay was granted to minimize handling of animals being transferred offsite. 

b. Species: Primate 

c. 33 

3. A one to two day delay to cage change required. The cages were cleaned daily as per standard 
protocol. 

a. This variance was granted due to end of study considerations. 

b. Species: Ferret 

c. 23 



Column E Explanation Form 


1. Registration Number: 31-R-0021 

2. Number of animals used in this study: 12 

3. Species (common name) of animals used in this study: Ferret 

4. Explain the procedure producing pain and/or distress: Subcutaneous injection or intranasal instillation. 
The dosing procedure involved an injection with a proprietary vaccine which did not cause more than 
momentary pain or distress. The administration of infectious material via intranasal instillation was 
carried out under anesthesia, and did not cause any distress, however the resultant viral infection may 
have caused pain and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound 
results. There are no blown characterized, surrogate markers to predict mortality. Experienced staff 
veterinarians and animal technicians were on site to monitor the study conduct and any animal welfare 
issues. Pain-relieving drugs were not used, on the basis that death is rapid following the onset of 
symptoms, and that the use of pain medications could mask the clinical appearance, affecting the 
experimental data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those 
which were moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to determine the efficacy of a proprietary vaccine and provide proof of 
concept for the development of an anti-viral prophylactic [required by the federal government under 
21CFR.314.610 - subpart I -approval of new drags when human efficacy studies are not ethical or 
feasible, and/or 21CFR601.91 - subpart H -approval of biological products when human efficacy 
studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 23 

3. Species (common name) of animals used in this study: Ferret 

4. Explain the procedure producing pain and/or distress: Intramuscular injection. The dosing procedure 
involved an injection with a proprietary vaccine which did not cause more than momentary pain or 
distress. The administration of infectious material via intranasal instillation was carried out under 
anesthesia, and did not cause any distress, however the resultant viral infection may have caused pain 
and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound 
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff 
veterinarians and animal technicians were on site to monitor the study conduct and any animal welfare 
issues. Pain-relieving drags were not used, on the basis that death is rapid following the onset of 



symptoms, and that the use of pain medications could mask the clinical appearance, affecting the 
experimental data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those 
which were moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to determine the efficacy of a proprietary vaccine and provide proof of 
concept for the development of an anti-viral prophylactic [required by the federal government under 
21CFR.314.610 - subpart I -approval of new drugs when human efficacy studies are not ethical or 
feasible, and/or 21CFR601.91 - subpart H -approval of biological products when human efficacy 
studies are not ethical or feasible]. 

Column E Explanation Form 

1. Registration Number: 31-R-0021 

2. Number of animals used in this study: 21 

3. Species (common name) of animals used in this study: Ferret 

4. Explain the procedure producing pain and/or distress: The administration of infectious material via 
intranasal instillation was carried out under anesthesia, and did not cause any distress, however the 
resultant viral infection may have caused pain and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound 
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff 
veterinarians and animal technicians were on site to monitor the study conduct and any animal welfare 
issues. Pain-relieving drugs were not used, on the basis that death is rapid following the onset of 
symptoms, and that the use of pain medications could mask the clinical appearance, affecting the 
experimental data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those 
which were moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314. 610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21CFR601 .91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 8 

3. Species (common name) of animals used in this study: Ferret 

Explain the procedure producing pain and/or distress: Intramuscular injection. The dosing procedure 
involved an injection with a proprietary vaccine which did not cause more than momentary pain or 


4 . 



distress. The administration of infectious material via intranasal instillation was earned out under 
anesthesia, and did not cause any distress, however the resultant viral infection may have caused pain 
and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound 
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff 
veterinarians and animal technicians were on site to monitor the study conduct and any animal welfare 
issues. Pain-relieving drugs were not used, on the basis that death is rapid following the onset of 
symptoms, and that the use of pain medications could mask the clinical appearance, affecting the 
experimental data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those 
which were moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

Agency: FDA 

CFR: As appropriate, study conducted under Title 21, Food and Drags, specifically, 21CFR.314.610, 
approval based on evidence of effectiveness from studies in animals (under subpart I— approval of new 
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on 
evidence of effectiveness from studies in animals (under subpart H-approval of biological products 
when human efficacy studies are not ethical or feasible). 

Column E Explanation Form 

1. Registration Number: 31-R-0021 

2. Number of animals used in this study: 387 

3. Species (common name) of animals used in this study: Guinea Pig 

4. Explain the procedure producing pain and/or distress: Intradermal injection. The dosing procedure 
involved an injection with bacterial spores which did not cause more than momentary pain or distress. 
The resultant bacterial infection may have caused pain and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound 
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff 
veterinarians and animal technicians were on site to monitor the study conduct and any animal welfare 
issues. Pain-relieving drugs were not used, on the basis that death is rapid following the onset of 
symptoms, and that the use of pain medications could mask the clinical appearance, affecting the 
experimental data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those 
which were moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 


This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when 



human efficacy studies are not ethical or feasible, and/or 21 CFR60 1.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 422 

3. Species (common name) of animals used in this study: Guinea Pig 

4. Explain the procedure producing pain and/or distress: The guinea pigs were subjected to an IM and 
SQ injection. The IM treatment injections and the SQ challenge dosing procedure did not cause more 
than momentary pain or distress. Seizure activity, if present, may have caused pain and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

To estimate the physiological effects in man, guinea pigs were exposed to compounds. It is necessary 
to use a species of animal known to respond to compounds in a manner similar to that of man. There 
are no known characterized, surrogate markers to predict mortality. Animals exhibiting mild clinical 
signs often recovered without signs of pain and those with severe signs died rapidly. 

Anesthetics, analgesics and tranquilizers would have interfered with the physiological effects of this 
compound. Experienced staff veterinarians and animal technicians were on site to monitor the study 
conduct and any animal welfare issues. These data are critical to human safety in the event of 
exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314. 610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1. Registration Number: 31-R-0021 

2. Number of animals used in this study: 14 

3. Species (common name) of animals used in this study: Guinea Pig 

4. Explain the procedure producing pain and/or distress: Subcutaneous injection of a toxic chemical. The 
dosing procedure involved an injection of a toxic compound to determine its LD 50 and its mechanism 
of action. The injection did not cause more than momentary pain or distress, but the toxic effects of the 
chemical caused pain and distress and in some cases moribundity or death. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics and sedatives may potentate the effects of toxicity and could confound results. 
There are no known characterized, surrogate markers to predict mortality. Experienced staff 
veterinarians and animal technicians were on site to monitor the study conduct and any animal welfare 
issues. Anesthetics were not used, on the basis that death was rapid following the onset of symptoms, 
and that the use could mask the clinical appearance, affecting the experimental data which included 



telemetry implants to monitor parameters known to be altered by the use of drugs. Animals exhibiting 
clinical signs meeting euthanasia criteria per protocol or those which were moribund were euthanized 
to alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

N/A 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 217 

3. Species (common name) of animals used in this study: Guinea Pig 

4. Explain the procedure producing pain and/or distress: Neurotoxin administration. The dosing 
procedure involved an intramuscular injection which did not cause more than momentary pain or 
distress. The resultant intoxication may have caused pain and/or distress. This work was conducted to 
establish the potency of the exact lots to be used in the subsequent series of studies, and to establish the 
intramuscular median lethal dose (LD 50 ) for each of 7 serotypes. The potency and intramuscular LD 50 
are critical information for designing the subsequent studies in this series, which will evaluate 
therapeutic and post-exposure prophylaxis efficacy of a heptavalent antitoxin. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics and sedatives may have masked and/or potentiated the effects of botulinum 
intoxication and could confound results. There are no known characterized, surrogate markers to 
predict mortality. Experienced staff veterinarians and animal technicians were on site to monitor the 
study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the basis that 
death is rapid following the onset of symptoms, and that the use of pain medications could mask the 
clinical appearance, affecting the experimental data. Animals exhibiting clinical signs meeting 
euthanasia criteria per protocol or those which were moribund were euthanized to alleviate pain and 
distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

Agency: FDA 

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610, 
approval based on evidence of effectiveness from studies in animals (under subpart I— approval of new 
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on 
evidence of effectiveness from studies in animals (under subpart H— approval of biological products 
when human efficacy studies are not ethical or feasible). 

Column E Explanation Form 

1. Registration Number: 31-R-0021 

2. Number of animals used in this study: 75 

3. Species (common name) of animals used in this study: New Zealand White Rabbit 



4. Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The 
challenge was performed using a muzzle-only exposure chamber. The challenge procedure itself is not 
painful but resultant bacterial infection may have caused pain and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21 CFR60 1.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 95 

3. Species (common name) of animals used in this study: New Zealand White Rabbit 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The 
challenge was performed using a muzzle-only exposure chamber. The challenge procedure itself is not 
painful but resultant bacterial infection may have caused pain and/or distress. This work was 
conducted to evaluate the effectiveness of monoclonal antibodies, antibiotic treatment and/or 
vaccination (proprietary). 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when 



human efficacy studies are not ethical or feasible, and/or 21 CFR60 1.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 183 

3. Species (common name) of animals used in this study: New Zealand White Rabbit 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The 
challenge was performed using a muzzle-only exposure chamber. The challenge procedure itself is not 
painful but resultant bacterial infection may have caused pain and/or distress. This work was 
conducted to evaluate the effectiveness of monoclonal antibodies, antibiotic treatment and/or 
vaccination (proprietary). 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

Agency: FDA 

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610, 
approval based on evidence of effectiveness from studies in animals (under subpart I— approval of new 
dmgs when human efficacy studies are not ethical or feasible), and 21CFR601 .91, approval based on 
evidence of effectiveness from studies in animals (under subpart H— approval of biological products 
when human efficacy studies are not ethical or feasible). 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 18 

3. Species (common name) of animals used in this study: New Zealand White Rabbit 

4. Explain the procedure producing pain and/or distress: Aerosol, intravenous, or intratracheal dosing 
with one of 2 bioactive compounds. The challenge procedure itself is not painful but resultant effects 
were expected to be immediate and severe. This work was conducted to determine the threat potential 
of a naturally occurring compound and compound of interest. 



5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of the administered compound and confound results. There are no known 
characterized, surrogate markers or in vitro methods to predict mortality and development of clinical 
pathology. Experienced staff veterinarians and animal technicians were on site to monitor the study 
conduct and any animal welfare issues. Pain-relieving drags were not used, on the basis that death is 
rapid following the onset of symptoms, and that the use of pain medications could mask the clinical 
appearance, affecting the experimental data. These data are critical to human safety in the event of 
human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

N/A 

Column E Explanation Form 

1 . Registration Number: 31-R-0Q21 

2. Number of animals used in this study: 10 

3. Species (common name) of animals used in this study: New Zealand White Rabbit 

4. Explain the procedure producing pain and/or distress: Intravenous dosing with an immune globulin 
through a vascular access port. The challenge procedure itself is not painful and resultant effects were 
not expected to be severe. However, rabbits had a hemolytic reaction to the test material and were 
euthanized. This work was conducted to determine the pharmacokinetics of an immune globulin 
preparation to be used for passive immunization. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Pain was not anticipated on this pharmacokinetic study. When toxicity was observed the animals were 
evaluated by a veterinarian and were euthanized. Experienced staff veterinarians and animal 
technicians were on site to monitor the study conduct and any animal welfare issues. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to determine the pharmacokinetics of a proprietary passive immunization 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drags when 
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 9 

3. Species (common name) of animals used in this study: Cynomolgus macaque 

Explain the procedure producing pain and/or distress: Intravenous challenge with a systemic virus to 
characterize the animal model and examine the pathogenesis of the viral infection. The challenge was 


4 . 



performed under Telazol® anesthesia. The challenge procedure itself is not painful but resultant viral 
infection may have caused pain and/or distress. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that the use of pain medications could mask the clinical appearance, affecting the experimental 
data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those which are 
found to be moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.3 14.610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21 CFR601 .91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1. Registration Number: 31-R-0021 

2. Number of animals used in this study: 23 

3. Species (common name) of animals used in this study: Cynomolgus macaque 

4. Explain the procedure producing pain and/or distress: Intranasal challenge with a systemic virus to 
characterize the animal model and examine the pathogenesis of the viral infection. The challenge was 
performed under Telazol® anesthesia. The challenge procedure itself is not painful but resultant viral 
infection may have caused pain and/or distress. 

5 . Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that the use of pain medications could mask the clinical appearance, affecting the experimental 
data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those which are 
found to be moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 



Column E Explanation Form 


1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 9 

3. Species (common name) of animals used in this study: Cynomolgus macaque 

4. Explain the procedure producing pain and/or distress: Intratracheal challenge with a systemic vims. 
The challenge was performed under Telazol® anesthesia. The challenge procedure itself is not painful 
but resultant viral infection may have caused pain and/or distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drags were not used, on the 
basis that the use of pain medications could mask the clinical appearance, affecting the experimental 
data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those which are 
found to be moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drags when 
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form : 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 1 

3. Species (common name) of animals used in this study: Cynomolgus macaque 

4. Explain the procedure producing pain and/or distress: Intratracheal, intranasal, and intraocular 
challenge with a systemic virus. The challenge was performed under Telazol® anesthesia. The 
challenge procedure itself is not painful but resultant viral infection may have caused pain and/or 
distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drags were not used, on the 
basis that the use of pain medications could mask the clinical appearance, affecting the experimental 
data. Animals exhibiting clinical signs meeting euthanasia criteria per protocol or those which are 
found to be moribund were euthanized to alleviate pain and distress. These data are critical to human 
safety in the event of another pandemic. 



6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

N/A 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 36 

3. Species (common name) of animals used in this study: Cynomolgus macaque 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with infectious bacteria. The 
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The 
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or 
distress. This work was conducted to evaluate the effectiveness of a therapeutic treatment 
(proprietary). 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 2 1CFR.3 14.610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21 CFR60 1.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 44 

3. Species (common name) of animals used in this study: Cynomolgus macaque 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with infectious bacteria. The 
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The 
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or 
distress. This work was conducted to evaluate the effectiveness of a therapeutic treatment 
(proprietary). 



5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving dmgs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

Agency: FDA 

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610, 
approval based on evidence of effectiveness from studies in animals (under subpart I-approval of new 
dmgs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on 
evidence of effectiveness from studies in animals (under subpart H— approval of biological products 
when human efficacy studies are not ethical or feasible). 

Column E Explanation Form 

1 . Registration Number: 31-R-0Q21 

2. Number of animals used in this study: 6 

3. Species (common name) of animals used in this study: Cynomolgus macaque 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The 
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The 
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or 
distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of 

biological products when human efficacy studies are not ethical or feasible]. 



Column E Explanation Form 


1 . Registration Number: 31-R 0021 

2. Number of animals used in this study: 2 1 

3. Species (common name) of animals used in this study: Rhesus macaque 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with neurotoxin. The 
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The 
challenge procedure itself is not painful but the results of the neurotoxin may have caused pain and/or 
distress. It is important to note that humans intoxicated with the toxins have reported that there is no 
pain associated with the clin: cal illness. This work was conducted to determine early markers of 
exposure. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be used for distress or anxiety in these animal studies 
due to potential interference with the biological effects of the toxins and confound the results. 
Experienced staff veterinarians and animal technicians were on site to monitor the study conduct and 
any animal welfare issues. Pain-relieving drugs were not used as pain medications could mask the 
clinical parameters being collected, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 2 1CFR.3 14.610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21CFR601 .91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1. Registration Number: 31-R-0021 

2. Number of animals used in this study: 10 

3. Species (common name) of animals used in this study: African green monkey 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with infectious bacteria. The 
challenge was performed und er Telazol® anesthesia using a head-only exposure chamber. The 
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or 
distress. This work was cond ucted to evaluate the natural course of the untreated disease and identify 
treatment endpoints for subsequent studies. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 



mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number. 

This work was conducted to validate a model and develop data necessary for definitive studies 
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when 
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of 
biological products when human efficacy studies are not ethical or feasible]. 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 14 

3. Species (common name) of animals used in this study: Rhesus macaque 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with infectious bacteria. The 
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The 
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or 
distress. This work was conducted to evaluate the time course of bacterial toxin with and without 
therapeutic treatment (antibiotic). 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects of infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct arid any animal welfare issues. Pam-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria per protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. T hese data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

N/A 

Column E Explanation Form 

1 . Registration Number: 31-R-0021 

2. Number of animals used in this study: 6 

3. Species (common name) of animals used in this study: Rhesus macaque 

4. Explain the procedure producing pain and/or distress: Aerosol challenge with infectious bacteria. The 
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The 
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or 
distress. This work was conducted to evaluate the effectiveness of an antibiotic treatment 
(proprietary). 



5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means 
used to determine that pain and/or distress relief would interfere with test results. 

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or 
potentiate the effects ot infection and confound results. There are no known characterized, surrogate 
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to 
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the 
basis that death is rapid following the onset of symptoms, and that the use of pain medications could 
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs 
meeting euthanasia criteria pier protocol or those which are found to be moribund were euthanized to 
alleviate pain and distress. These data are critical to human safety in the event of human exposure. 

6. What, if any, federal regulat ions require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number: 

Agency: FDA 

CFR: As appropriate, study conducted under Title 21, Food and Dmgs, specifically, 2 1CFR.3 14.610, 
approval based on evidence of effectiveness from studies in animals (under subpart I—approval of new 
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on 
evidence of effectiveness from studies in animals (under subpart H— approval of biological products 
when human efficacy studies are not ethical or feasible). 



